Ck and the variable framework regions of the VL gene K104 with Jk-4 (Bentley et al., 1980, 
Nature 288:5194-5198). The murine sequences derived from a murine monoclonal antibody, 
Mab 1 129 (Beeler et al., 1989, J. Virology 63:2941-2950), in a process which involved the 
grafting of the murine complementarity determining regions into the human antibody 
frameworks. 




At page 41, line 32, please replace the paragraph beginning "It should be 
recognized that" with the following paragraph: 

It should be recognized that antibodies that immunospecifically bind to a RSV antigen 
are known in the art. For example, SYNAGIS® (i.e.^ palivizumab) is a humanized 
monoclonal antibody presently used tm* the prevemion of^RSV infection in pediatric patients. 
The present invention encompasses novel formulations for administration of SYNAGIS® and 
other known anti-RS V antibodies and novel doses of SYNAGIS® and other known anti-RS V 
antibodies, as discussed herein. 



IN THE CLAIMS 

A marked up version of the amended claims showing the amendments made 
herein is attached hereto as Exhibit C. Matter that has been deleted from the claims is 
indicated by brackets and matter that has been added to claims is indicated by underlining. 

Please amend the claims as follows: 

Please cancel claims 1-72, 75-84, 111-179, 182-185, 188, and 192-199, 
without prejudice. 

Please aniend claims 73-74, 85-88, 180, 181, and 186-187 to read as follows: 



73. A sustained release formulation comprising palivizumab or one or more fragments 
thereof that immunospecifically bind to one or more RSV antigens. 

74. A pharmaceutical composition adapted for pulmonary delivery comprising 
palivizumab or one or more fragments thereof that immunospecifically bind to one or more 
RSV antigens and a suitable carrier. 



3 
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85. A method of preventing a RSV infection in a mai^ial, said method comprising 
administering to said manmial a prophylactically effecti)^ amount of the sustained release 

n 

formulation of claim 73 . 



86. A method of treating or ameliorating one or /more symptoms associated with a RSV 

Iff 

infection in a mammal with a RSV infection, saidmethod comprising administering to said 
mammal a therapeutically effective amount of th^sustained release formulation of claim 73. 



87. A method of preventing a RSV infecticm in a mammal, said method comprising 

(Jjf. 

administering to the lungs of said mammal a|)rophylactically effective amount of the 
pharmaceutical composition of claim 74. 

88. A method of treating or amelio^ing one or more symptoms associated with a RSV 
infection in a mammal with a RSV ii^ction, said method comprising administering to the 
lungs of said mammal a therapeuti(^ly effective amount of the pharmaceutical composition 
of claim 74. 



1 80. A method of preventing a RSV infection ink mammal, said method comprising 

administering to the Ixmgs of said mammal a first dpse of a prophylactically effective amount 

of a composition comprising palivizumab or one more fragments thereof that 

immunospecifically bind to one or more RSV anwgens, wherein said prophylactically 

effective amount results in a prophylactically ef^ctive concentration of at least 20 ng per mg 

/I 

of lung protein at least 20 days after the administration of said first dose and prior to the 
administration of a subsequent dose. 



15 



181. A method of treating or amelioratin^ftne or more symptoms associated with a RSV 
infection in a mammal infected with RSV, laid method comprising administering to the lungs 
of said mammal a first dose of a therapeuttcally effective amount of a composition 
comprising palivizumab or one or moreffi-agments thereof that immunospecifically bind to 
one or more RSV antigens, wherein sai^^ effective amount results in a 



therapeutically effective concentratioMof at least 20 ng per mg of lung protein at least 20 days 

M 

after the administration of said first dose and prior to the administration of a subsequent dose. 
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1 86. The method of claim 1 80 or 1 8 1 , wherein said paUvizumab or antibody fragments 
thereof are administered by a nebuUzer or inhaler. 

187. The method of claim 180 or 181, wherein said palivizumab or antibody fragments 
thereof are administered intramuscularly, intravaneously or subcutaneously. 

1 89. The method of claim 1 80 or 18 l||^herein the mammal is a human subject, a human 
subject which has had a bone marrow imhsplant, an elderly human subject, or a human 
subject which has cystic fibrosis, bronchopulmonary dysplasia, congenital heart disease, 

congenital immunodeficiency or ac^pred immunodeficiency. 

f 



Jo ^ 190. The method of claim 180 81, wherein the mairmiaHs a human infant^ 



191. The method of claim 1 M/or 181, wherein the mammal is a human infant bom 
prematurely or is at risk of hc^Bitalization for a RSV infection. 



Please add the following new claims 



—200. A method of preventing RSV infection m a human subject, comprising administering 
to said subject a first dose of a prophylacticalljjeffective amount of palivizumab or one or 
more fragments thereof that immunospecificaWy bind to one or more RSV antigens, wherein 
said prophylactically effective amount is a dose of less than 1 5 mg/kg of said palivizumab or 
fragments, and wherein said administration ^sults in a prophylactically effective serum titer 
of said palivizumab or fi-agments that is at ^^^^ Mg/ml at least 20 days after the 
administration of said first dose and pri^ to^the administration of a subsequent dose. 



201. A method 



of treating or ameliorating one or more symptoms associated with RSV 



infection in a human subject with a RS^fihfection, comprising administering to said subject a 

first dose of a therapeutically effective amount of palivizumab or one or more fragments 

^/ 

thereof that immunospecifically bind to one or more RSV antigens, wherein said 



therapeutically effective amount is a dose of less than 15 mg/kg of said palivizumab or 

/I 

fragments, and wherein said administration results in a therapeutically effective serum titer of 
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r 



v/a: 



said palivizumab or fragments that is at least 75 |ig/ml at least 20 after the 
administration of said first dose and prior to the administration of Mau^ dose. 



202. The method of claim 200, wherein said prophylactically ^ective serum titer is at 
least 75 |ag/ml at least 30 days after the administration of said fi^jtf dose and prior to the 
administration of a subsequent dose. 

203. The method of claim 201, wherein said therapeuticaj^^ffective serum titer is at least 
75 |ig/ml at least 30 days after the administration of said firglclbse and prior to the 
administration of a subsequent dose. 



Txic meuiou Oi cifctiiii zoo ui zoi , wiiciciiruie ^ei titer is at ieast i oo pig/nii 




205. The method of claim 200 or 201, wherem the .seram titer is at least 125 |ag/ml. 

( //// 

/ m 

fim 

206. The method of claim 200 or 201 , wherein the|^|rum titer is at least 1 50 |ig/ml 

/ 

207. A method of preventing RSV infection in/aliuman subject, comprising administering 
to said subject a first dose of a prophylactically efreotive amount of palivizumab or one or 
more fragments thereof that immunospecifically Birid to one or more RSV antigens, wherein 



said prophylactically effective amount is a dose # less than 10 mg/kg of said palivizumab or 

s in a prophylactically effective serum titer 
of said palivizumab or fi-agments that is^^t leasflpO |ig/ml,at4east 20 days after the 



fragments, and wherein said administratior 
of said palivizumab or fi-agments that is.^t 

administration of said first dose and pr^r to tl^/admini'^ration of a subsequent dose. 



208. A method of treating or amelioratmgWrie or more symptoms associated with RSV 

infection in a human subject with a RSV infection, comprising administering to said subject a 

if: ' 

first dose of a therapeutically effective amomnt of palivizumab or one or more fragments 

ml 

thereof that immimospecifically bind to onSr or more RSV antigens, wherein said 
therapeutically effective amount is a dose^f less than 10 mg/kg of said palivizumab or 
fragments, and wherein said administration results in a therapeutically effective serum titer of 
said palivizumab or fragments that is at^kst 40 [xg/ml at least 20 days after the 
administration of said first dose and priSr to the administration of a subsequent dose. 

6 
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209. The method of claim 207, wherein said prophylactically effectS^e serum titer is at 
least 40 |ag/ml at least 30 days after the administration of said first d^^se and prior to the 
administration of a subsequent dose. 



210. The method of claim 208, wherein said therapeutically e|fective serum titer is at least 
40 |ig/ml at least 30 days after the administration of said first dose and prior to the 
administration of a subsequent dose. 



211. The method of claim 207 or 208, wherein the serurfi titer is at least 50 i^g/ml. 




212. The method of claim 207 or 208, wherein the sdrum titer is at least 80 |ag/ml. 



213. The method of claim 207 or 208, wherein the/serum titer is at least 100 |J,g/ml. 



214. A method of preventing RSV infection in ^human subject, comprising administering 
to said subject a first dose of a prophylactically effective amount of palivizumab or fi-agments 
thereof that immunospecifically bind to one or ni^re RSV antigens, wherein said 
prophylactically effective amount is a dose of l^s than 5 mg/kg of said palivizumab or 
antibody fragments, and wherein said administration results in a prophylactically effective 
serum titer of said palivizumab or firagmentsithat is at least 20 |^g/ml at least 20 days after the 
administration of said first dose and prior tonhe administration of a subsequent dose. 



215. A method of treating or amelioraton^one or more symptoms associated with RSV 

infection in a human subject withyfe RS Y imection, comprising administering to said subject a 

first dose of a therapeutically efflectivefamount of palivizumab or fi-agments thereof that 

I / 

immunospecifically bind to onejbr nipre,RSV antigens, wherein said therapeutically effective 
amount is a dose of less than 5 m^^^f said palivizumab or fi-agments, and wherein said 
administration results in a therapeutically effective serum titer of said palivizumab or 
fi-agments that is at least 20 |ag/rm at least 20 days after the administration of said first dose 
and prior to the administration of a subsequent dose. 



7 
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216. The method of claim 214, wherein said prophylactically effectiw serum titer is at 
least 20 ng/ml at least 30 days after the administration of said first dom and prior to the 
administration of a subsequent dose. g 



217. The method of claim 215, wherein said therapeutically efmctive serum titer is at least 
20 |ag/ml at least 30 days after the administration of said first do/e and prior to the 
administration of a subsequent dose. 

218. The method of claim 21 5 or 216, wherein the serum £ter is at least 30 |ag/mL 

219. The method of claim 215 or 216, wherein the serum titer is at least 40 ng/ml. 

220. The method of claim 21 5 or 216, wherein the sdrnxm titer is at least 80 |ig/ml. 

221. The method of claim 200, 201, 207, 208, 215 /r 216, wherein the dose is 3 mg/kg or 
less. 

222. The method of claim 200, 201, 207, 208, "^5 or 216, wherein the dose is 1.5 mg/kg or 
less. 

223. The method of claim 200, 201, 207, 20|i, 215 or 216, wherein the dose is 1 mg/kg or 
less. 



224. The method of claim 200^201, 207i^8, 215 or 216, wherein said palivizumab or 

# I 

fragments are administered by.avnebulizer^r inhaler. 



225. The method of claim 
fragments are administered in? 



201, 207,J208|52T5 or 216, wherein said palivizumab or 
luscMlarly, intravaneously or subcutaneously. 



226. The method of claim 200, 20l( 207, 208, 215 or 216, wherein said subject is a human 

subject which has had a bone marrow transplant, an elderly human subject, or a human 

I 

subject which has cystic fibrosis, bronchopulmonary dysplasia, congenital heart disease, 
congenital immunodeficiency or acquired immunodeficiency. 
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